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Zeneca Pharmaceuticals
Attention: W. J. Kennedy, Ph.D.
1800 Concord Pike

P.O. Box 15437

Wilmington, DE 19850-5437

Dear Dr. Kennedy:

Please refer to your supplemental new drug applications dated April 5, 1999 (NDA 19-058),
April 6, 1999 (NDA 18-760) and April 9, 1999 (NDA 18-240) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Tenormin (atenolol) 25, 50 and 100 mg Tablets
(NDA 18-240), Tenoretic (atenolol and chlorthalidone) 50/25 and 100/25 mg Tablets (NDA
18-760), Tenormin (atenolol) Smg/10m! Injection (NDA 19-058).

We acknowledge receipt of your submissions dated October 8, 1999. Your submissions of
October 8, 1999 constituted a complete response to our May 11, 1999 action letter.

These supplemental new drug applications provide for final printed labeling revised as follows:

NDAs 18-240, 18-760 and 19-058
1. The following has been added to the PRECAUTIONS/Drug Interactions subsection:

/ Concomitant use of prostaglandin synthase inhibiting drugs, e.g., indomethacin, may
decrease the hypotensive effects of beta-blockers.

2, Under the POTENTIAL ADVERSE EFFECTS/Other subsection, “Raynaud’s
phenomenon” has been moved to the ADVERSE REACTIONS section.

NDAs 18-240 & 19-058

Under the CONTRAINDICATIONS section the sentence, “TENORMIN? is

contraindicated in those patients with a history of hypersensitivity to the atenolol or any
of the drug product’s components.” has been added.

NDA 18-240

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the
last two sentences have been changed from:



NDA 18-240/5-025
NDA 18-760/S-002
NDA 19-058/S-012
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to:

At the first sign or symptom of impending cardiac failure, patients should be treated
appropriately according to currently recommended guidelines, and the response observed
closely. If cardiac failure continues despite adequate treatment, TENORMIN should be
withdrawn. (see DOSAGE AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN should not be given to patients with -
untreated pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been reported in
temporal relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may
be associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses,
purpura, reversible alopecia, thrombocytopenia, visual disturbances, sick sinus syndrome,
and dry mouth. TENORMIN, like other beta-blockers, has been associated with the
development of antinuclear antibodies (ANA), lupus syndrome and Raynaud’s

phenomenon.
NDA 18-760
1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the

last two sentences have been changed from:



NDA 18-240/S-025
NDA 18-760/5-002
NDA 19-058/S-012
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to:

At the first sign or symptom of impending cardiac failure, patients should be treated
appropriately according to currently recommended guidelines, and the response observed
closely. If cardiac failure continues despite adequate treatment, TENORETIC should be
withdrawn. (see DOSAGE AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORETIC should not be given to patients with
untreated pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

~ T

During postmarketing experience, the following have been reported in temporal
relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may
be associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses,
purpura, reversible alopecia, thrombocytopenia, visual disturbances, sick sinus syndrome
and dry mouth. TENORETIC, like other beta-blockers, has been associated with the
development of antinuclear antibodies (ANA), lupus syndrome and Raynaud’s

phenomenon.
NDA 19-058
1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsec_tion; the

last two sentences have been changed from:
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to:

At the first sign or symptom of impending cardiac failure, patients should be treated
appropriately according to currently recommended guidelines, and the response observed
closely. If cardiac failure continues despite adequate treatment, TENORMIN 1.V. should
be withdrawn. (see DOSAGE AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN L.V. should not be given to patients with
untreated pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been reported in
temporal relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may
be associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses,
purpura, reversible alopecia, thrombocytopenia, visual disturbances, sick sinus syndrome
and dry mouth. TENORMIN, like other beta-blockers, has been associated with the
development of antinuclear antibodies (ANA), lupus syndrome and Raynaud’s
phenomenon.

We have completed the review of these supplemental applications, as amended, and have
concluded that adequate information has been presented to demonstrate that the drug products are
safe and effective for use as recommended in the submitted final printed labeling (package inserts
included with your October 8, 1999 submission). Accordingly, these supplemental applications
are approved effective on the date of this letter. :
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We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81. ‘

If you have any questions, please call:

Ms. Zelda McDonald
Regulatory Project Manager
(301) 594-5300

Sincerely,

ale ‘//‘//a.t‘

mond J. Lipicky, M.D.
Director
Division of Cardio-Renal Drug Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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Zeneca Pharmaceuticals
Attention: W.J. Kennedy, Ph.D.
1800 Concord Pike

P.O. Box 15437

Wilmington, DE 19850-5437

Dear Dr. Kennedy:

Please refer to your supplemental new drug applications dated April 5, 1999 (NDA 19-058), April 6, 1999:Y(NDA‘
18-760), and April 9, 1999 (NDA 18-240) submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Tenormin (atenolol) 25, 50 and 100 mg Tablets (NDA 18-240), Tenoretic (atenolol and chlorthalidone)
50/25 and 100/25 mg Tablets (NDA 18-760), Tenormin (atenolol) 5 mg/10 mL LV. Injection (NDA 19-058).
These supplemental applications provide for draft labeling revised as follows:

NDAs 18-240, 18-760 and 19-058
1. The following has been added to the PRECAUTIONS/Drug Interactions subsection:

Concomitant use of prostaglandin synthase inhibiting drugs, e.g., indomethacin,
may decrease the hypotensive effects of beta-blockers.

2. Under the POTENTIAL ADVERSE EFFECTS/Other subsection, “Raynaud’s phenomenon”
has been moved to the ADVERSE REACTIONS section.

NDAs 18-240 & 19-058 -

Under the CONTRAINDICATIONS section the sentence, “TENORMIN” is contraindicated in those
patients with a history of hypersensitivity to the atenolol or any of the drug product’s components.” has
been added. ’

NDA 18-240

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last
two sentences have been changed from:



NDA 18-240/5-025
NDA 18-760/S-022
NDA 19-058/5-012
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to:

At the first sign or symptom of impending cardiac failure, patients should be
treated appropriately according to currently recommended guidelines, and the
response observed closely. If cardiac failure continues despite adequate
treatment, TENORMIN should be withdrawn. (see DOSAGE AND
ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN should not be given to patients
with untreated pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been
reported in temporal relationship to the use of the drug: elevated liver enzymes _
and/or bilirubin, hallucinations, headache, impotence, Peyroni€’s disease, :
postural hypotension which may be associated with syncope, psoriasiform rash
or exacerbation of psoriasis, psychoses, purpura, reversible alopecia,
thrombocytopenia, visual disturbances and sick sinus syndrome. TENORMIN,
like other beta-blockers, has been associated with the development of antinuclear
antibodies (ANA), lupus syndrome and Raynaud’s phenomenon.

NDA 18-760

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last
two sentences have been changed from:
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NDA 18-760/5-022 i
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to:

At the first sign or symptom of impending cardiac failure, patients should be
treated appropriately according to currently recommended guidelines, and the
response observed closely. If cardiac failure continues despite adequate
treatment, TENORETIC should be withdrawn. (see DOSAGE AND
ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORETIC should not be given to patients
with untreated pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience, the following have been reported in temporal
relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension  _
which may be associated with syncope, psoriasiform rash or exaéerbation of  *
psoriasis, psychoses, purpura, reversible alopecia, thrombocytopenia, visual
disturbances and sick sinus syndrome. TENORETIC, like other beta-blockers,
has been associated with the development of antinuclear antibodies (ANA),

lupus syndrome and Raynaud’s phenomenon.

NDA 19-058

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last
two sentences have been changed from:



NDA 18-240/S-025
NDA 18-760/5-022
NDA 19-058/5-012
Page 4

to:

At the first sign or symptom of impending cardiac failure, patients should be
treated appropriately according to currently recommended guidelines, and the
response observed closely. If cardiac failure continues despite adequate
treatment, TENORMIN LV. should be withdrawn. (see DOSAGE AND
ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN 1.V. should not be given to
patients with untreated pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been
reported in temporal relationship to the use of the drug: elevated liver enzymes _
and/or bilirubin, hallucinations, headache, impotence, Peyronie’s disease,

postural hypotension which may be associated with syncope, psoriasiform rash

or exacerbation of psoriasis, psychoses, purpura, reversible alopecia,
thrombocytopenia, visual disturbances and sick sinus syndrome. TENORMIN,
like other beta-blockers, has been associated with the development of antinuclear
antibodies (ANA), lupus syndrome and Raynaud’s phenomenon.

We have completed the review of these applications and they are approvable. Before these applications may be
approved, however, it will be necessary for you to submit final printed labeling (FPL) for the drug. The labeling
should be identical in content to the draft labeling submitted on April 5, 1999 (NDA 19-058), April 6, 1999 (NDA
18-760) and April 9, 1999 (NDA 18-240).

In addition, all previous revisions as reflected in the most recently approved labeling must be included. To facilitate

review of your submission, please provide a highlighted or marked-up copy that shows the changes that are being
made.

Please submit 20 copies of the final printed labeling (to each application) ten of which are individually mounted on
heavy weight paper or similar material.

If additional information relating to the safety or effectiveness of these drugs becomes available, revision of the
labeling may be required.
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Within 10 days after the date of this letter, you are required to amend the supplemental applications, notify us of your
intent to file amendments, or follow one of your other options under 21 CFR 314.110. In the absence of any such
action FDA may proceed to withdraw the applications. Any amendment should respond to all the deficiencies listed.
We will not process a partial reply as a major amendment nor will the review clock be reactivated until all
deficiencies have been addressed.

These products may be considered to be misbranded under the Federal Food, Drug, and Cosmetic Act if they are
marketed with these changes prior to approval of these supplemental applications.

If you have any questions, please contact;

Ms. Zelda McDonald -
Regulatory Health Project Manager
(301) 594-5333

) Sincerely yours,

‘3[ f/l(["

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research

cc:
chival NDAs 18-240, 18-760, 19-058

HFD-110/Div. Files ’
HFD-95/DDMS
DISTRICT OFFICE for ™5
HFD-110/ZMcDonald ()M~
sb/5/3/99;5/1/99
Initialed by: K Srinivasachar/5/3/99
C Resnick/5/4/99
M Gordon/5/4/99
C Ganley/5/4/99
Z McDonald for N Morgenstern
filename: 18240s025ae2.doc
approval dates:  August 19, 1981 (NDA 18-240)
June 8, 1984 (NDA 18-760)
September 13, 1989 (NDA 19-058)

APPROVABLE (AE) -
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PROFESSIONAL INFORMATION BROCHURE
ONE TABLET A DAY

ENORMIN®

(orenol_ol)

DESCRIPTION: TENORMIN® (atenolol). 2 synthetic, beta,-selective
(cardioselective) adrenoreceptor blocking agent, may be chemically
described as benzeneacetarnide, 4 -[2™- hydroxy-3"-{(1- methylethyl)
amino] propoxy}-. The molecular and structural formulas are:

i
OCHCHCHNHCH (CHa)2

C14H22N203
CHpCONH>

Atenoip! (free base) has a molecular weight of 266. 1t is a relatively
polar hydrophilic compound with 2 water solubility of 2@.5 mg/mt at 37"(‘,
and a log partition coefficient {octanobwater) o1 0.23. Itis freety soluble in
1N HC1 (300 mg/mL at 25°C) and less soluble in chioroform (3 my/mL at
251?NORMIN s available as 25, 50 and 100 mg tablets for orat admin-
‘s‘::‘a‘g"i\-fe ingredients: Magnesium stearate, microcrystalline cellutose,
CLINICAL PHARMACOLOGY: TENORMIN is 3 beta-selective {cardiose-
lective) beta-adrenergic receptor blocking agent without membrane

il or intrinsic (partial agonist) activities. This
preterentiai effect is not absolute, however, and at higher doses,

TENORMIN inhibits beta,-adrenoreceptors, focated in the bronchial
and vascuiar musculature.

f stics and lism: In man, 5%1% an o?ﬂl o::l
is rapid and bt i L \p 2 of an o
fhing inal tract, the being

dose is absorbed from the g i 3
emmwmmmm.mmmmmmmn
two (2) and four (4) hours after ingestion. Unlike propranoiol or
metoprolol, but like nadolol, TENORMIN undergoes little or no T

by the fiver, and the absorbed portion is eiiminated primarily by rw
nmﬂion.OerS%otmmmmdoseismmmmmwmm
ztmmmmwmmmmwm.mmm
also ditfers from propranolol in that only a small amount (G.%-‘IG%) Is
bound to proteins in the piasma. This kinetic profile results in remm'y
consistent drug levets with about a fourtokt memmev_nvamm.

The elimination half-lite of oral TENORMIN is approximately 6 o
7 hours, and there is no alteration of the kinetic. profite of the drug by
chronic inistration. Following 0 peak plasma
m&sammdmmhsmm.mdmsmpukmdsmnmd

(5- to 10-foid) during the first 7 hours; MMM, plasma leveis decay
with a hait-ife simitar to that of orally administered drug. F_ouwmq onl
doses of 50 mg or 100 mg. both peta-blocking and a_nhn_ypgnewn
effects persist for at feast 24 hours. When rena! function is impaired,
slimination of TENORMIN is closely related to the ql(_;memhr fittration
rate; significant accumutation occurs when the creatinine ciearance falis
below 35 mUmin/1.73m2. {See DOSAGE AND ADMINISTRATION.}

Pharmacedynamies: In standard animal or human pharmacological
tests, beta-adrenoreceptor blocking activity of TENORMIN has been
demonstrated by: (1) reduction in resting and exercise heart rate and
cardiac output, {2) redwﬁonoisystoﬁcmddﬂstolgc blood pressure at
rest and on mmsengl mmmox isoproterenol induced tachycardia,
and {4) reduction in K ia.

A(SZQnHiuM beta-blocking sffect of TENORMIN, as measiired by
reduction of exarcise tachycardia, is within one hour fotiowing
wmwmmmmuoss.mnsmmismmamzm
4 hours, and. persists for at least 24 hours. Maximum reduction in
umdsowlynmiaoccursmmsmmolmmmm.m

dose is largely di by 3

activity mmwmmsommmmsnﬂm

administration, However, as has been shown

m.mwmmmmooesmtwm
i1 normal subjects, the beta, selectivty of TENORMIN has been shown
wmmmwmmmwmmm
P! enof as pared 1o equival "b;g‘g;;:;:w::gs o:
ropranolol. In asthmatic patients, a dose of pr ing
gvmntuamrmmmnmmwmwmmmpm
increass in airway

in a placedo p of
umo«muummm

hronchodiiation i rey

mately 10%) increase in stroke vokume at rest and during exercise.

was an effective Y of
biood pressure. TENORMIN has been studied in combination with
thiazide-1 i

TENORMIN is narrow and increasing the dose beyond 100 mq once daity
with il wve effect. The

unmmmm,mum.mmgmmda‘m,

type diuretics, and the biood pressure effects of the
are approximately agditive. TENORMIN is also compatible with
methyldopa, hydralazine, and prazosin, each combination resulting in a
larger fall in biood pressure than with the single agents. The dose range of

is not
of the antihypertensive effects of beta-blocking agents have not been
estabiished. Several possible mechanisms have been proposed and
include: (1) it ism of at peripheral
(especially cardiac) adrenergic neuron sites, leading to decreased cardiac
output, (2) a central effect ieading to reduced sympathetic outfiow to the
periphery, and (3) suppression of renin activity. The sesults from long-
term studies have not shown any diminution of the antihypertensive
efficacy of TENDRMIN with prolonged use.
By biocking the positive chronotropic and inotropic sftects of
catecholamines and by decreasing biood pressure, atenolol generally
reduces the oxygen requirsments of the haart at any Given leve! of sffort,
ing X of angina
pectoris. On the other hand, atenolol can increase axygen requirements by
increasing ieft ventricuiar fiber tength and end diastolic pressure,

particularly in patients with heart faiture.
In 3 multicenter clinical trial (1SIS-1) conducted in 16,027 patients with
yocardial i ion, patients within 12 hours
(mean = 5 hours) after the onset of pain were randomized to either
conventional therapy plus TENORMIN (n = 8,037), or conventional therapy
alone (= 7,990). Patients with a heart rate of < 50 bpm or systolic blood
pressure < 100 mm Hg, of with other contraindications to beta blockade
were axcluded. Thirty-eight percent of each group were treated within
4 hours of onset of pain. The mean time from onset of pain 10 entry was
502 2.7 hours in both groups. Patients in the TENORMIN group were to
receive TENORMIN 1.V, injection 5-10 mg given over 5 minutes pius
TENORMIN Tabiets 50 mg every 12 hours orally on the first study day (the
first oral dose administered about 15 minurtes after the IV dose) followed
by either TENORMIN Tablets 100 mg once daily or TENORMIN Tablets
50 mg twice daily on days 2-7. The groups were similar in demographic
myocardial infarction, bundle branch
tricular block at entry. .

During the treatment period (days 0-7), the vascufar mortaiity rates
were 3.89% in the TENORMIN group {313 deaths} and 4.57% in the
control group (365 ceatns). This absolute ditlerence in rates, 0.68%, is
statistically significant at the P < 0.05 fevel. The absolute difference

into a pi i of 15% (3.89-4.57/4.57 = -0.15}.
The 95% confidence limits are 1%-27%. Most of the diffarence was
attributed to maortatity i days 0-1 (TENORMIN - 121 deaths; control -
171 deaths). -

Despite the large size of the 1SIS-1 trial, it is not possibie to identity
clearly subgroups of patients most likely or east likely to benefit trom
early treatment with atenolol. Good ciinical judgment suggests, however,
that patients who are on sy i i ion for
maintenance of adequate cardiac output and blood pressure are not good
candidates for beta blockade Indeed, the triai protocol refiected that
judgment by excluding patients with blood pressure consistently beiow
100 mm Hg syslolic. The overal rasults of the study are compatible with
the possibility that patients with borderline blood pressure (less than
120 mm Hg systolic), especially if over 60 years of ape, are less likely to

The mechanism through which atenolol improves survival in patients
with definite or suspected acute myocardial infarction is unknown, as is
the case for other beta blockers in the postintarction . Atenotol, in
addition to its effects on survival, has shown other clinicat benelits
including reduced frequency of ventricular premature beats, reduced chest
-pain, and reduced enzyme elevation.

in
block, and first degree atrioven-

Angina Pectoris Due to Coronary Athsroscierosis: IENORM!N is

indicated for the long-term management of patients with angina pactoris.

Acute Myocardial Infarstion: TENORMIN is indicated in th
of Stable patients with definite or
suspected acute myocardia! infarction o reduce cardiovascula i

i .
Treatment can be initiated s Soon as the patient’s clinicai condition
aliows. (See DOSAGE AND ADMINISTRATION, CONTRAINDIGATIONS,
and WARNINGS.) in general, there is no basis for treating patients iike
those who were exciuded from the 1SIS-1 trial (blood pressiire less than
100 mm Hg systolic, heart rate less than 50 bpm) or have other reasons
10 avoid beta blockade. As noted above, some subgroups (eg, eidedy
patients with systolic blood pressure below 120 mm Hg) seemed less
fikely to benefit.
CONTRAINDICATIONS: TENORMIN is contraindicated in sinus brady-
, heart block greater than first degree, cardiogenic shock, and overt
cardiac failure. (See WARNINGS . .

TENORMIN is contraindicated in those patients with a history of hyper-
sensitivity to the atenolol or any of the drug product’s components.
WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in

ing ci y function in ive heart failure, and beta
blockade carries the potential hazard of turther depressing myocardial
wnnqmmﬂumdomnmmmhﬂun. In patients who have
i by digitalis and/or diuretics. TENORMIN
shoutd be administered cautiousty. Bath digitalis and atenolot slow AV
conduction.

In patients with acute myocardial infarction, cardiac tailure which i$ not
promptly and by 80 mg of or
therapy isa ion t0 beta-blocker treztment.

in Pationts Withowt a Histary of Cardiac Failura: Continued depression
of the myocardium with beta-blocking over 3 pesiod of time can, In
some cases, lead to cardisc failure. At the first sign or symptom of
impending cardiac failure, patients should be treated appropriatety

i i and the

I cardiac failure continues despite adequate
TENORMIN should be withdrawn. (See DOSAGE AND ADMINIS-

Cessation of Therapy with TENORMIN: Patients with coronary
artery dissase, who are being treated with TENORMIN, should be
advised against abrupt discontinuation of therapy. Severe exacer-
tation of angina and the occurrence of myocardial infarction and
ventricular arthythmias have been reported in angina patients
following the abrupt discontinuation of therapy with beta blockers.
The last two complications may occur with of without preceding
exacerbation of the angina pectoris. As with other beta biockers,
when discontinuation of TENORMIN s planned, the patients shouid
be carefully observed and advised to limit physical activity to a
minimum. if the angina worsens or acute coronary insufficiency
develops, 1 Is recommended that TENORMIN be promptly reinsti-
tuted, at least temporarily. Because coronary artery disease s
common and may be unrecognized, It may be prudent not to
discontinue TENORMIN therapy ionts treated




TENORMIN® (atenoiol) Tablets

females, mammary fibroadenomas in females, and anterior pituitary
adenomas and thyroid parafollicular cell carcinomas in males. No
evidence of a mutagenic poteptial of atenolol was uncovered in the
dominant lethai test (Mouse), in vivo cytogeneticS test {Chiinese hamster)
or Ames test (S typhimunium).

Fertility of male or female rats (evaluated at dose tevels as high as
200 mg/kp/day or 100 times the maximum recommended human dose*)
was unatfected by atenolol adménistration

Animal Toxicology: Chronic studies empioying oral atenoiol performed
in animais have revealed the occurrence of vacuolation of epithelial celis of
Brunner's glands in the duodenum of both male and female dogs at all
tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5 times the
maximum recommended human antitypertensive dose”} and increased
incidence of atrial degeneration of hearts of male rats at 300 but not
150 mg atenololkg/day (150 and 75 times the maximum recommendod
human antihypertensive dose*, respectively).

Basadonﬂ-emmmndoseoﬂoowoaymasokqpmt

Usage in Pregnancy: Praguancy Category D: See WARNINGS -
Pregnancy and Fetal injury.

Nursing Mathers: Alenoiol is excreted in human breast milk at a ratio of
1.5 to 6.8 when compared to the concentration in plasma. Caution should
be exercised when TENORMIN is administered t0 a nursing woman.
Clinicalty significant bradycardia has been reported in breast fad infants.
Premature intants, ofmmnswnnmwadmaltmwon may be more
lkely to develop adverse efiects.

Padiatric Uss: Safety and eﬂec!ivmess in pediatric patients have not been
established.

ADVERSE REACTIONS

Most adverse effects have been mild and transient.

The frequency estimates in the 1ouowmg table were derived from
controlied studies in hypertensive patients in which adverse reactions were
mmmmwmm(usm)uﬁmd g, by checkiist
{foreign studies). The reported frequency of elicited adverse effects was
higher for both TENORMIN and placsbo-treated patients than when these
reactions were voluntesred. Where frequency of adverse effects of
TENORMIN and piacebo is similar, causal refationship to TENORMIN is
uncertain.

Total - Volunteered
Volunteered and Elicited
(US Studies)  (Foreign + US Studies)
Atenclol  Placebo  Atenolol  Placsbo
(n=184) {n=206) (n=2399) (n=407)
% % % % -

CARDIOVASCULAR
Bradycardia
Postural Hypotension
Leg Pain
CENTRAL NERVOUS SYSTEW
NEUROMUSCULAR
Dizziness
Vertigo
Light
Tiredness

3
Cold Extremities . 12
4
3

@

o
- P

oo
Pw ww wRMwo

Dreaming
GASTROINTESTINAL
Diarthea

4
2
1
6
3
1
.6
.6
0
2
4

Nausea
RESPIRATORY (see WARNINGS)
Wheeziness 4

Dyspnea 06

Atule Myoca: infarction: in a series of investigations in the
treatment of acute myocardial infarction, bradycardia and hypotension
occurred more commonly, as expected for any beta blocker, in atenolol-
treated patients than in control patients. However, these usually
responded 1o #tropine and/or 1o withholding fhrther dosage of atenolol.
The incidence of heart ailure was not increased by atenolol. inotropic
agents were infrequently used. The reported frequency of these and other
events occurring during these investigations is given in the following
table.

in a study of 477 patients, the following adverse events were reporied
during either intravenous and/or oral atenoiol administration:

Conventianal Conventional

Therapy Plus Therapy Alone

Atenolol

{n=244) {n=233) -
24 (10%)
U (15%)
2 (0.9%)

56 (24%)
1 45%) (4.3%)

16 (66%)

(0%) 2
Renal Failure X 0
Puimonary Emboli {1.2%) 0
in the subsequent International Study of Intarct Survival (1515-1)
over 16,000 patients of whom B,037 were randomized o recetve
TENORMIN treatment, the dosage of intravenous and subsequent oral
TENORMIN was either discontinued or reduced for the foliowing reasons:

Reasons for Reduced Dosage
1V Atenolol

Reduced Dose Oral Partial
(< 5mg)* Dose

105 (13%) 1168 (14.5%)
4 35 (44%)




ts received fess than 10 mg but

wﬁ st with TENORMIN, the following have
bemmoomdmwnmmmowtnememmam:mw
livar enzymes and/or bitirubin, hallucinations, headache, impotence,
Peyronie’s dissase, postural hypotension which may be associated with
syncepe, psoniasiform rash or exacerbation of psoriasis, psychoses,
purpura, reversible zlopecia, thrombocylopenia, visual disturbances, sick
sinus syndrome, and dry mouth. TENORMIN, ke other beta-biockers, has
been associated with the development of antinuciear antibodies {ANA),
hspus syndrome, and Raynaud’s phenomenon.
POTENTIAL ADVERSE EFFECTS: tn addition, a variety of adverse effects
mmmnmmmrm-mmmmwmms,mm
be considersd potential adverse effacts of TENORMIN.
: Agranulocytosis.

Alisrgic: Fever, combined with aching and sore throat, laryngospasm,

mmm:mmwmmmmm
catatonia; an actte feversible syndrome characlerized by disorientation of
time and place; short-term memory loss; emotional lability with slightly
clouded i , decreased 0N NEUTropSychometrics.

treatment was withdrawn. Discontinuance of the drug should be
considered if any such reaction is not otherwisa explicable. Patients
should be following cessation of therapy. (SEE DOSAGE

syndrome

reported with TENORMIN. Furthermore, a number

of patients who had previously demonstrated established practolol

reactions were transferred to TENORMIN therapy with subsaquent

resolution or quiescence of the reaction.

OVERDOSAGE: Overdosage with TENORMIN has been reported with

patients surviving acute doses as high 2s 5 g. One death was reported in a
man who may have taken as much as 10 g acuriely.

The predominant symptoms reported following TENORMIN overdose

are lethargy, disorder of respiratory drive, wheezing, sinus pause and

overdosage of
any beta-adrenergic ing agent and which might also be expected in
TENORMIN overdose are congestive heart failure, hypotension,
bronchospasm and/or hypoglycemia, .
Treatment of overdose should be directed to the removal of any
drug by induced emesis, gastric lavage, or administration of
activated charcoal. TENORMIN can be removed trom the general
circulation by hemodialysis. Other treatment modalities should be
employed at the physician's discretion and may include:
BRADYCARDIA: Atrapine intravenously. if there is no response to vagat
blockade, give cautiously. In refractory cases, a transvenous

cardiac pacemaker may be indicated.
HEART BLOCK (SECOND OR THIRD DEGREE): Isoproterenol or trans-
cardiac pacemaker.

venous d
CARDIAC FAILURE: Digitatize the patient and administer a diuretic.
has been reporied 10 be useful.

HYPOTENSION: Vasopressors such as dopamine or norepinephrine
{ ). itor blood pressure contin .

BRONCHOSPASM: A beta, stimulant such as isoproterenol or

and/or aminophryline.

HYPOGLYCEMIA: Intravenous glucose.

Based on the severity of symptoms, management may require intensive
Support care and facifities for applying cardiac and respiratory support.
DOSAGE AMD ADMINISTAATION: Hyparteasion: The initial dose of
TENORMIN is 50 mg giver as one tablet a day either aione of added to
diuretic therapy. The full effect of this dose will usually be seen within
one 10 two weeks, ulnommlrtsponseisnouonmd,tmmsm
snwldwhwmsedmmumulﬂlmmomumwamy
Inummmm:oebeymdlmwndayisunﬁkﬂylowoduuw
further benefit.

TENORMINmybeusedmofwmmmywnhmﬂmﬁhyper-
tensive agents including thiazide type diuretics, hydralazine, prazosin, and
aipha-metiryidopa.

Angina Pecloris: The initial dose of TENORMIN is 50 mg given as one
tablet a day. i an optimal response is not achi ithi
dosage should be increased to TENORMIN 100 mg given as one tablet a
day.SovmmmxmynquirndnsageoHOOmamadaymr
optimal effect.

TWMermmmmwnynoswasnm by giving
doses larger than necessary 1o achieve an immediate maximum effect,
The maximum earty effect on execise tolerance occurs with doses of
50 10 100 mg, but at these doses the sffect at 24 hours is attenuated,
mmmsomon%otmwsammmmamwm
ot 200 mg.

Acwte Myocardial infaretion; In patients with definite or suspected
acute myocardiai infarction, trzatment with TENORMIN V. Injection
should be initiated as soon 2s possible after the patient's arrival in the
haspital and atter eligibility is astablished. Such treatment should be
hmhnmw&mWMimmdymmM‘s

iC condition has stabiized. Treatment should begin with the
Intravencus administration of 5 mQ TENORMIN over 5 minutes followed
by another 5 mg intravenous injection 10 minutes later. TENORMIN 1.V,
Injection should be administered under carefully costroiied conditions
including monitoring of blood pressure, heart rate, and siectrocar-
iogram. Dilutions of TENORMIN 1.V. injection in Dextrose injection USP,
Sodium Chioride Injection USP, or Sodium Chioride and Dextrose
|wmmyummswmmmmmmwmum
are not usad 3
mmmmmmmmnum_mmm
Tablets 50 mg should be initiated 10 minutes after the last intravenous
dose followed by another 50 mg oral dose 12 hours later. Thereafter,
IENORMINunbeanMe!ﬂmWOmmdaﬂyorsomml
aym:mmurssuysummmmmmsm‘nm-
cardia or i0n requinng treatment or any other untoward effects
occur, TENORMIN should be discontinued. (See full prescribing
Information prior to initiating therapy with TENORMIN Tablets.)
Data from other beta blocker trials suggest

188 83dRonsl reairnt in standerd coronay care unk theragy.

-adney
physiologic consequence of aging. Alenolol excretion would be expectad
10 decrease with i a:ewv

No significant accumulation of TENORMIN occurs until creatinine
clearance fails below 35 mi/min/t.73m2. Accumulation of atenolol and
prolongation of its haif-fife were studied in subjects with creatinine
clearance between 5 and 105 mL/min. Peak plasma levels were
smmbc::lﬂy increased in subjects with creatinine Clearances below

mi

The Qouévdng maximum oral dosages are recommended for eiderly,
renally-impaired patients and for patients with renal iImpairment due to
other causes:

Atenoiol
Graatinine Clearance Etimination Half-Life

& (h) Maximum Dosage

15-35 1627 50 mg daily

<15 »27 25 mg daily
mmm'uummmwmmmmmemm
may require a lower starting dose of TENORMIN: 25 m) given as one
mauy.nmzsmmsm.mmmmmmmm
made carefully. This should include measurement of biood pressure just
prior 1o the next dose (“trough” dlood pressure) to ensure that the

effect is present for a full 24 hours.

Although & similar dosage reduction may be considered for eiderty
and/or renally-impaired patients being treated for indications other than
hypertension, data ane not avaitable for these patient populations,

mnsmmmmumzsmmsommm
Mss:ﬂhmumummtwwﬁmzsmmmh
blood pressure can occur.

Cessation sf Theragy in Patisats with Angina Pecteris: it withdrawal

of TENORMIN therapy is planned, #t shouid be achieved gradually and
mmummmmmmnmm
fo a minimum.
HOW SUPPLIED: TENORAMIN Tabiets: Tablets of 25 mg atenolol,
NODC 0310-0107. {round, fiat, uncoated white tablets identitied with “T
debossed on one side and 107 debossed on the other side) ar% supplied in
bottles of 100 tablets.

Tablets of 50 mg atenolol, NDC 0310-0105, (round, flat, uncoated white
tablets identified with “TENORMIN™ debossed on one side and
105 debossed on the other side, bisected) are supplied in bottles of
100 tabiets and 1000 tablets, and unit dose packages of 100 tablets, -

Tabiets of 100 mg atenoloi, NOC 0310-0101, (round, Hat, uncoated
white tablets identified with IORMIN™ debossed on one side and
101 oemeammmsm)aresuwmmbomesanmum.w
unft dose packages of 100 tabiets.

Store at controlied room temperature, 20-25°C {68-77°F) [see USP}.
Dispense in well-closed, light-resistant comainers.
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CEN FOR DRUG EVALUATION AND RESEAR

APPLICATION NUMBER: NDA 18240/5025

CHEMISTRY REVIEW(S)



0CT 27 1999

CHEMIST'S REVIEW 1. ORGANIZATION 2. NDA Number
HFD-110 - 18-240 -
3. Name and Address of Applicant (City & State) 4. Supplement(s)
Zeneca Pharmaceuticals Number (8} Date(s)
1800 Concord Pike - S-025 479/99

Wilmington, Delaware 19850-5437

5. Drug Name 6. Nonproprietary Name 8. Amendments &
Tenormin Atenolol Other (reports,

7. Supplement Provides For:

Final printed labeling

etc) - Dates
10-8-99 amendment l

S. Pharmacological Category 10. How Dispensed 11.'Related IND(g)/ I
Antihypertensive - Eﬂ E] NDA (s) /DMF (8)
Rx oTC
12. Dosage Form(s) 13. Potency(ies)
Oral tablets "1 25, 50 & 100 mg
tablets
14. Chemical Name and Structure 15. Records/Reports
Current
D Yes D No
Reviewed

D Yes DNO

16. Comments:

Final printed labeling is being submitted for S-25 which was requested in
the FDA’s approvable letter of May 11, 1999 and approval letter 7-21-99 for
S-26 submitted on June 2, 1999, = ;

The changes are being made in the Contraindications, Precautions, Adverse
Reactions, and Potential Adverse Effects sections of the package insert.

Chemistry portion of labeling is unchanged.

17. Conclusions and Recommendations:

Chemist portion of labeling is satisfactory.

18. . REVIEWER
Name Y PN SR s I ) Date Completed
Charlotte Brunner I "7 10-15-99

Distributiéh:
D Original Jacket D Reviewer D Division File D cso h

T el



MAY 27 1309

CHEMIST'S REVIEW 11. ORGANIZATION 2. NDA Number
HFD-110 ¥8-240-

3. Name and Address of Applicant (City & State) 4. Supplement(s)
Zeneca Pharmaceuticals Number (s) Date(s)
1800 Concord Pike N S-025 4/9/99
Wilmington, Delaware 19850-5437

5. Drug Name : 6. Nonproprietary Name 8. Amendments—&
Tenormin Atenolol . Other (reports,

ete) - Dates

7. Supplement Provides For:
proposed labeling information.

9. Pharmacological Category 10. How Dispensed 11. Related IND(s)/
Antihypertensive X — NDA (s) /DMF (s)
. Lirx Liorc
12. Dosage Form(s) 13. Potency (ies) -
Oral tablets 25, 50 & 100 mg
tablets
14. Chemical Name and Structure 15. Records/Reports
Current

M !
L lYes LJNo
Reviewed

— —
Liyes L iNo

16. Comments:

Labeling supplement was withdrawn

The firm is now resubmitting the changes from the march 8, 1996 supplement
which can be supported with primary references, case reports or additional
supportive clinical information.

~ T

The changes are being made in the Contraindications, Precautions, Adverse
Reactions, and Potential Adverse Effects sections of the package insert.

If proposed text is approved, firm will institute it at the next printing.

Chemistry portion of labeling is unchanged.

17. Conclusions and Recommendations:

‘Chemist portion of labeling is satisfactory.

18. REVIEWER

Name 3 rmmbrrea Date Completed

‘Distribution: .

Charlotte Brunner lsr : 4-23-99

[] Original Jacket E] Reviewer E] Division File E] CSO

Bl 18




CENTER FOR DRUG E ATION AND AR

APPLICATION NUMBER: NDA 18240/5025

ADMINISTRATIVE D MENT



APR 4 ZI

RHPM Review of Final Printed Labeling
NDA 18-240/S-025
18-760/S-022
19-058/S-012

Dates of Submissions October 8, 1999

Date of Review: March 20, 2000
Applicdant Name: Zeneca Pharmaceuticals -
Product Names: Tenormin (atenolol) Tablets (NDA 18-240), Tenoretic (atenolol and

chlorthalidone) Tablets (18-760), Tenormin (atenolol) IV Injection (19-058)

Evaluation:
These submissions provide for final printed labeling in accordance with the May 11, 1999 approvable
letters as follows:

NDAs 18-240, 18-760 and 19-058

1. The following has been added to the PRECAUTIONS/Drug Interactions subsection:
/

Concomitant use of prostaglandin synthase inhibiting drugs, e.g., indomethacin/ may decrease the
hypotensive effects of beta-blockers. '

2. Under the POTENTIAL ADVERSE EFFECTS/Other subsection, “Raynaud’s phenomenon” has
been moved to the ADVERSE REACTIONS section.

NDAs 18-240 & 19-058

Under the CONTRAINDICATIONS section the sentence, “TENORMIN” is contraindicated in
those patients with a history of hypersensitivity to the atenolol or any of the drug product’s
components.” has been added.

NDA 18-240 -

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last two
sentences have been changed from:

To: -

At the first sign or symptom of impending cardiac failure, patients should be treated appropriately
according to currently recommended guidelines, and the response observed closely. If cardiac
failure continues despite adequate treatment, TENORMIN should be withdrawn. (see DOSAGE
AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN should not be given to patients with untreated
pheochromocytoma.



3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been reported in
temporal relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may be
associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses, purpura,
reversible alopecia, thrombocytopenia, visual disturbances, sick sinus syndrome, and dry mouth.
TENORMIN, like other beta-blockers, has been associated with the development of antinuclear
antibodies (ANA), lupus syndrome and Raynaud’s phenomenon.

NDA 18-760

L. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last two
( sentences have been changed from:

To:

At the first sign or symptom of impending cardiac failure, patients should be treated appropriately
according to currently recommended guidelines, and the response observed closely. If cardiac
failure continues despite adequate treatment, TENORETIC should be withdrawn. (see DOSAGE
AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORETIC should not be given to patients with untreated
pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:



to:

During postmarketing experience, the following have been reported in temporal relationship to
the use of the drug: elevated liver enzymes and/or bilirubin, hallucinations, headache, impotence,
Peyronie’s disease, postural hypotension which may be associated with syncope, psoriasiform
rash or exacerbation of psoriasis, psychoses, purpura, reversible alopecia, thrombocytopenia,
visual disturbances, sick sinus syndrome and dry mouth. TENORETIC, like other beta-blockers,
has been associated with the development of antinuclear antibodies (ANA), lupus symdrome and
Raynaud’s phenomenon.

NDA 19-058

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last two
sentences have been changed from:

To: . \/

At the first sign or symptom of impending cardiac failure, patients should be treated appropriately
according to currently recommended guidelines, and the response observed closely. If cardiac
failure continues despite adequate treatment, TENORMIN L.V. should be withdrawn. (see
DOSAGE AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN L.V. should not be given to patients with untreated
pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been reported in
temporal relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may be
associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses, purpura,
reversible alopecia, thrombocytopenia, visual disturbances, sick sinus syndrome and dry mouth.
TENORMIN, like other beta-blockers, has been associated with the development of antinuclear
antibodies (ANA), lupus syndrome and Raynaud’s phenomenon.



There were no other changes from the approvable letter and the last approved paékage insert.

Recommendation: ,
An approval letter should issue for these supplements as set forth under 21 CFR 314.70 (c) (i) [To add or
strengthen a contraindication, warning, precaution, or adverse reaction].

Zelda McDonald, RHPM
cc: orig. NDAs
HFD-110
HFD-110/McDonald
HFD-110/Benton
HF-2



MAY 11 1999

RHPM Review of Draft Labeling
NDA 18-240/S-025%
18-760/S-022
19-058/S-012

Dates of Submissions ~ April 5, 1999 (19-058), April 6, 1999 (18-760). April 9, 1999 (18-240)

Date of Review: April 22, 1999 :

Applicant Name: Zeneca Pharmaceuticals _

Product Names: Tenormin (atenolol) Tablets (NDA 18-240), Tenoretic (atenolol and
chlorthalidone) Tablets (18-760), Tenormin (atenolol) IV Injection (19-058)

Evaluation:
These submissions provide for draft labeling as follows:

NDAs 18-240, 18-760 and 19-058

1. The following has been added to the PRECAUTIONS/Drug Interactions subsection:

=

Concomitant use of prostaglandin synthase inhibiting drugs, e.g.. indomethacin, may decrease the
hypotensive effects of beta-blockers.

2. Under the POTENTIAL ADVERSE EFFECTS/Other subsection, “Raynaud’s phenomenon” has
been moved to the ADVERSE REACTIONS section.

NDAs 18-240 & 19-058

Under the CONTRAINDICATIONS section the sentence, “TENORMIN? is contraindicated in
those patients with a history of hypersensitivity to the atenolol or any of the drug product’s
components.” has been added.

NDA 18-240

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsectic’)-n, the last two
sentences have been changed from:

-

.

To:

At the first sign or symptom of impending cardiac failure, patients should be treated appropriately
according to currently recommended guidelines, and the response observed closely. If cardiac
failure continues despite adequate treatment, TENORMIN should be withdrawn. (see DOSAGE
AND ADMINISTRATION) '

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN should not be given to patients with untreated
pheochromocytoma.



3. Under the ADVERSE REACTIONS, the last paragraph has been revised from:

to:

During postmarketing experience with TENORMIN, the following have been reported in
temporal relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may be
associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses, purpura,
reversible alopecia, thrombocytopenia, visual disturbances and sick sinus syndrome.
TENORMIN, like other beta-blockers, has been associated with the development of antinuclear
antibodies (ANA), lupus syndrome and Raynaud’s phenomenon.

NDA 18-760

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last two
sentences have been changed from:

{

To: -

At the first sign or symptom of impending cardiac failure, patients should be treated appropriately
according to currently recommended guidelines, and the response observed closely. If cardiac
failure continues despite adequate treatment, TENORETIC should be withdrawn. (see DOSAGE

AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:
Untreated Pheochromocytoma: TENORETIC should not be given to patients with untreated
pheochromocytoma.

3. Under the ADVE‘RSE REACTIONS, the last paragraph has been revised from:

—



to:

During postmarketing experience, the following have been reported in temporal relationship to
the use of the drug: elevated liver enzymes and/or bilirubin, hallucinations, headache, impotence.
Peyronie’s disease, postural hypotension which may be associated with syncope, psoriasiform
rash or exacerbation of psoriasis, psychoses, purpura, reversible alopecia, thrombocytopenia.
visual disturbances and sick sinus syndrome. TENORETIC, like other beta-blockers, has been
associated with the development of antinuclear antibodies (ANA), lupus syndrome and
Raynaud’s phenomenon. -

NDA 19-058

1. Under the WARNINGS/In Patients Without a History of Cardiac Failure subsection, the last two
sentences have been changed from:

.|
To:

At the first sign or symptom of impending cardiac failure, patients should be treated appropriately
according to currently recommended guidelines, and the response observed closely. If cardiac
failure continues despite adequate treatment, TENORMIN 1.V. should be withdrawn. (see
DOSAGE AND ADMINISTRATION)

2. The following subsection has been added to the WARNINGS section:

Untreated Pheochromocytoma: TENORMIN LV. should not be given to patients with untreated
pheochromocytoma.

3. Under the ADVERSE REACTIONS, the last paragraph has been‘revised from: "

to:

During postmarketing experience with TENORMIN, the following have been reported in
temporal relationship to the use of the drug: elevated liver enzymes and/or bilirubin,
hallucinations, headache, impotence, Peyronie’s disease, postural hypotension which may be
associated with syncope, psoriasiform rash or exacerbation of psoriasis, psychoses, purpura,
reversible alopecia, thrombocytopenia, visual disturbances and sick sinus syndrome.
TENORMIN, like other beta-blockers, has been associated with the development of antinuclear
antibodies (ANA), lupus syndrome and Raynaud’s phenomenon.



Dr. Gordon has reviewed these supplements and agrees that the requested changes should be made.

There were no other changes from the last approved package insert.

. Recommendation:

An approvable letter should issue for these supplements as set forth under 21 CFR 314.70 (c) (i) [To add
or strengthen a contraindication, warning, precaution, or adverse reaction].

(sl

Zelda McDonald, RHPM

cc: orig. NDAs
HFD-110
HFD-110/McDonald
HFD-110/Benton
HF-2



